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DETAILED ACTION 

Status of Application 

1 . The remarks filed on 08/14/2006 are acknowledged. 

2. Claims 17 and 38 were cancelled. Claims 15, 16, 18, 36, 37, 39 were withdrawn. 
Claims 40 and 41 were added. 

3. Claims 1-14, 19-35, 40-41 are included in the prosecution. 

Response to Remarks 

4. Applicant's arguments, see Page 9, paragraph IV, filed 08/14/2006, with respect 
to claims 1 , 3, 4, 7, 8, 1 1 and 12 have been fully considered and are persuasive. The 
rejection under 35 USC § 102(b) of 05/12/2006 has been withdrawn. 

5. Applicant's arguments, see Page 1 1 , paragraph V, filed 08/14/2006, with respect 
to claims 1-6, 8-14, 17, 19-35, and 38 have been fully considered and are persuasive. 
The rejection under 35 USC § 103 of 05/12/2006 has been withdrawn. 

6. Upon further consideration, new ground(s) of rejections are made in view of Kim 
(US 6,1 10,500) and Marvola et al. (US 5,962,024). 

7. Rejections based on new ground(s) follow. 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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9. Claims 1-14, 19-35, 40-41 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kim (US 6,1 10,500 in view of Marvola et al. (US 5,962,024). 

The claimed invention is a perforated tablet for the controlled release of a drug 
comprising a mixture of an enteric polymer and a drug (the enteric polymer is 
substantially hydrophobic and substantially soluble in a substantially aqueous 
environment above a pH of about 5). 

Kim teaches a tablet for the controlled release of an active pharmaceutical 
ingredient (Abstract). "The tablet comprises a body having a donut-like configuration 
with a cylindrical hole extending coaxially through the center of the body. The core 
material of the body comprises at least one active pharmaceutical agent and at least 
one hydrophilic, water-soluble, polymeric carrier" (Col. 1, lines 59-64). The active 
pharmaceutical agent is blended with the hydrophilic, water-soluble polymeric carrier, 
and the "mix" is compressed into a tablet (Col. 2, lines 3-7). Kim also uses the term 
"perforated" to describe the tablets with a donut-like hole (Col. 7, lines 6-10). 

Kim does not expressly teach a mixture of active pharmaceutical agent and an 
enteric polymer (which is substantially hydrophobic and substantially soluble in a 
substantially aqueous environment above a pH of about 5). 

Marvola teaches a peroral composition for the controlled release of a drug 
(Abstract). The composition comprises "a) a core comprising the drug and a drug 
release controlling agent and b) an enteric coating, in which composition the drug 
release controlling agent substantially consists of a pH sensitive enteric polymer" (Col. 
1, lines 56-61). Marvola teaches that "of the agent used in the core for controlling drug 
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release, ... most preferably 100% consists of a pH sensitive enteric polymer" (Col. 2, 
lines 12-15). The drug is mixed with a filler, and granulated with "an aqueous or ethanol 
solution of a suitable enteric polymer" (Col. 2, line 66 to Col. 3, line 2). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to make the tablet with a donut-like hole through the center of the 
body for controlled release of a drug ("perforated") and with a core containing a mixture 
of a drug and a polymeric carrier, as suggested by Kim, and combine it with the 
composition comprising a mixture of a drug and a drug release controlling agent (pH 
sensitive enteric polymer), as suggested by Marvola, and produce the instant invention. 

One of ordinary skill in the art would have been motivated to this because 
incorporating the pH sensitive enteric polymer with the drug in the tablet matrix allows 
protection of the drug from the gastric acids and release in the intestine where the pH is 
above about 5. Marvola teaches "a pH sensitive enteric polymer, the dissolving of which 
must not begin until the lower part of the small intestine or in the upper part of the colon" 
(Col. 2, lines 33-36). 

Regarding instant claim 1, one with ordinary skill in the art would find it obvious to 
make the perforated tablet with a core containing a mixture of a drug and a polymeric 
carrier, as suggested by Kim, and combine it with the composition comprising a mixture 
of a drug and a drug release controlling agent (pH sensitive enteric polymer), as 
suggested by Marvola, and produce the instant invention. The limitation of the enteric 
polymer of instant claim 1 being substantially soluble in a substantially aqueous 
environment above a pH of about 5 would be obvious to one with ordinary skill in the art 
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given the Marvola disclosure of "the pH dissolution point of the pH-sensitive enteric 
polymer in the core must be higher than 6.0 ..." (Col. 2, lines 17-19). 

Regarding the limitation of plurality of layers of the perforated tablet of instant 
claim 2, and the inner and outer layered perforated tablet of instant claim 19, one with 
ordinary skill in the art would find it obvious to formulate a layered perforated tablet with 
a mixture of drug and enteric polymer as taught by Kim and Marvola in order to optimize 
the controlled release profile of the drug. One with ordinary skill in the tableting art 
would find it obvious to prepare tablets with layers of the drug and polymer mixture and 
prepare the tablets with this drug and polymer mixture layer as the inner layer in order 
to protect the drug. The polymer can be a hydrophilic polymer (substantially water 
soluble), as taught by Kim, or an enteric polymer, as taught by Marvola. 

The limitation of the cylindrically shaped tablet with the perforation extending 
through the center of the tablet of instant claims 3 and 20 would have been obvious to 
one with ordinary skill in the tableting art over the teaching by Kim of a tablet "with a 
cylindrical hole extending coaxially through the center of the body" (Col. 1, lines 59-61). 

The limitation of the enteric polymer of instant claims 4-6 and 21-23 would have 
been obvious to one with ordinary skill in the art over the Marvola teaching of pH 
sensitive enteric polymers hydroxypropylmethyl cellulose acetate succinate and 
methacrylic acid methylmethacrylate copolymer (Col. 2, lines 20-24). 

The enteric polymer present in amount to control the release of the drug at a 
substantially linear rate over time of instant claim 7 and 24 would have been obvious to 
one with ordinary skill in the art over the "nearly linear (zero order)" release profile 
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attained by the tablet taught by Kim (Col. 2, lines 48-51 ). One skilled in the art would 
vary the amount of the enteric polymer in the formulation in order to achieve the linear 
release rate for the drug during the process of routine experimentation. 

The ranges of the enteric polymer of instant claims 8-10 and 25-27 would have 
been obvious to one with ordinary skill in the art over the Marvola teaching that: "the 
amount of the drug release controlling agent is about 0.1-20%, preferably 2-10%, of the 
weight of the core" (Col. 2, lines 53-54). One with ordinary skill in the art would vary the 
amount of the enteric polymer in the tablet formulation in order to achieve the desired 
linear release profile for the drug. 

Regarding instant claims 11-12, 28-29, the binder would have been obvious to 
one with ordinary skill in the art over the materials (HPMC, polyethylene dioxide and 
polyethylene glycol) used by Kim (Col. 4, Table of materials used). 

The limitation of the binders of instant claims 13-14 and 30-31 would have been 
obvious to one with ordinary skill in the art over the Marvola teaching of methacrylic acid 
methylmethacrylate copolymer (Col. 2, lines 20-24). 

The limitation of the outer layer water-insoluble components of instant claims 32- 
34 would have been obvious to one with ordinary skill in the art over the Marvola 
teaching of water insoluble polymers cellulose acetate phthalate, and methacrylic acid 
methylmethacrylate copolymer (Col. 2, lines 20-24). 

The limitation of the outer layer water-soluble components of instant claim 35 
would have been obvious to one with ordinary skill in the art over the polyethylene 
dioxide used by Kim (Col. 4, Table of materials used). 
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* Regarding the product by process claims 40 and 41 , the limitations of the 
perforated tablet for the controlled release of a drug, comprising a mixture of an enteric 
polymer and the drug, and the outer and inner layers of the tablet, would have been 
obvious to one of ordinary skill in the art over the perforated tablet with a core 
containing a mixture of a drug and a polymeric carrier, as suggested by Kim, and 
combining it with the composition comprising a mixture of a drug and a drug release 
controlling agent (pH sensitive enteric polymer), as taught by Marvola. 

Conclusion 

1 . No claims are allowed. 

2. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Aradhana Sasan whose telephone number is (571) 272- 
9022. The examiner can normally be reached Monday to Thursday from 6:30 am to 
5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang, can be reached at 571-272-0562. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
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you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



C^clfiaJ.Tsang ~ 
Supervisory P^ent Exam jer 

Technology Center 1600 



